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(57) Abstract 

Drugs containig as the active ingredient 
aminoalkylindazole derivatives represented by 
general formula (I) or pharmaceutical^ 
acceptable salts thereof, which have high 
affinity and selectivity to 5-1 IT 2c receptors and 
are useful in treating central nervous system 
diseases such as sexual disorders, genital 
insufficiency, appetite regulation disorders, 
anxiety, depression, and sleep disorders, 
wherein each symbol has the following 
meaning: A represents optionally substituted, 

linear or branched C 2 , alkylene or cycloalkanc: R' and R 2 are the same or different and each represents hydrogen or lower alky! or R 1 
and R may form together with A a nitrogen-containing saturated heteroeycle: and R J and R< arc the same o d ffcrent and Zl 

szsztt&tszr* Mroxy - ,owcr a,koxy - aty, - substitu,cd — — * ~ — - o^xt;^ 




CD 



BNSDOCID: <WO 9830548A1 _l_> 



(57) m 

5-HT 2C s"^#:ir*fU3Si^«jftrt9:<i:a^fcfe*wu ^mnm^mm, mz-tt. 

R3 

(I) 




A L 




F i 


7 4 >7 > K 


LT 


y hr^7 


S N 


-tr^77A 
^7-/7>K 


AM 




F R 




LU 


/u-^-tr >7*/u^ 


S Z 


AT 




G A 




L V 


7 h <tV7 


TD 


+ - K 


AU 


h 9 V T 


G B 


MC 




TG 


h - =f- 


AZ 




G E 


MD 




T J 




B A 


t£*=-T • ^^7x= ft 


GH 




MG 




TM 


h/u^ y > 


B B 




GM 




MK 




T R 




B E 




G N 








TT 




B F 


7'/u=Sr7- • 7 7 y 


G W 




ML 




U A 




BG 




G R 




MN 




UG 




B J 




HU 




MR 




u s 




B R 


I D 




MW 


777^f 


u z 




BY 


^ /Lx — -> 


1 E 


7><^7 > K 


MX 


y 3^>rz 


V N 


y 4 3i h7*i* 


C A 




1 L 




NE 


— is =l. — 


YU 




C F 




i S 




N L 


#7 V^* 


Z w 




CG 




I T 




NO 


y — /u ^ ^ — 


CM 


^ ^ 


J P 




NZ 


= • iP— 7 > K 






C I 




K E 




P L 


7 > K 






C VI 




KG 




PT 


# A- h 77 a 






C N 




K P 




RO 


/u— - 7* 






C U 


JX /N 


KR 


mm 


RU 








CY 


3r7*o ^ 


K Z 




S D 








c z 




L C 




S E 








D E 




L I 




SG 


/u 






DK 




L K 


^ 'J • 7 


S I 


^ a Cfi^. T 






E E 




L R 




S K 








E S 




L S 




S L 









BNSOOCID: <WO 983054aA1_l_> 



WO 98/30548 ^ ^ PCT/JP98/00071 

»/J ill ft 

t -T 5 5 - H T .. , 'S'tf f*n:ffl-^"(r IMJ-T £ 0 $ £ f:5-H T 2 c '3&WI-: 
$iiUb*l:£0£iJ-;fc i .fttc «#©4^-|fij. L • i&*WEa ! t£ft<5 cfc o iztz t) , 

5 - h t 2 L '%:'&m*. ±iz<vmizft/\JLxto *) , ^commt-H>izitmm^n 
\\mm%:wmzmHL-z^z t-4z_^x^z 0 vt^x5-HT 2C ^mM^m 

ccoj: -) ti 5 - H T 2 c'S-'^frun^'trot NT(i> c nst ia > < o^cDffcftq* 

^abtltl^o , EP 655440, EP 657426, EP 700905, J. Med. Chem., 40, 2762 

(i997)-c(i 5 - h t , c'^^umwk^i^^ii^m^mMm^m^ m?m. 
ft ^rcw^stiTi ^rb^w* -< > K-/u,^fK. -:iint o D-yuf&i^^o' 

t\ : . t°5 v -5 o 

<FR 7631;Zhur. Obshchei. Khim., 29, 1012(1959); Bull. Soc Chim. Fr., 1969, 2064 7/0 , 

5 - h t , c izmmtk* Yr-r * c i &OTft£*M$£&/ju 

i 



BNSDOCID: <WO J383054SA1 _l_> 



WO 98/30548 



PCT/JP98/00071 



■&wjmm*. 5 — h t o c&'mmmmcw vxmtwyc&i ^ tzm^ r i 
uij*>> 5 — h t 2 c'g'ttmzM ufct ^»tti^tti:^7j;-r -assc c i ) 

©f&«f*T*>S^Bj3<k^ ( I ) X{«a^f!<J{rrr#$ft*^(D^-fr0J/ i Jc^<i: 



A i— /«£ o T^^^ll^-r nm&Btit LT &Rt > 




C I ) 



A — 



N 



9 



9830548A1 I > 



WO 98/30548 



PCT/JP98/00071 



( j$ '|' <r> ildv l±JKT©&-'.* £ >j< t - 

A : 2 6 fflO>ffi»;££W LTC h Jil «Mv L < l±M©7;^ 

r ! &ckr - : [r.-j - -ximte -> xvk&m i\ -«r /u+^jsxt± r 1 <i r 2 •?? u < (± 

wm\;*)VT i j «7;^ y y $ y — h p-^xt* ^7/i 

$ y 2£> Ifti7/^ y -out = y jcxm— h aMx^^^a, r 1 t±* Mm+co 

CI D «9 . $ £ Kit? £ U < (i R :i Ac/R 4 j&<ffi- -Xli#l# -oT/KMj\ Itt 
t7^n + ->SX(i^Df>iT-T^^4:«^ (I D T*>0, 
L < (±R 1 &^R 2 3&</K^^"C*)'54:%u;j<t^ ( I I ) Xfc '9 > #fC47-2 L < 
t± 2 - (5, 6 - > ; y d o - 1 H- Y > y"v"-yU- 1 - -f ;U) jl^-/ut $ >X(±S3^i 
WJtcW^^nS-eoig ; ( S) - 2 - C 6 - yjUifra- 1 H— -f >^'V-;U- 1 
- 4 ,V) - 1 - yf;bxf;b7; >X(«aWJfC,itr#$ n5 -eottiT* -5 „ 

£IK, *«Hb^'#j CD ID i:o^,ilif5 0 

r 5 - h t , c 'S^^fnjtj-jfe" j iti, 5-ht h tMi: a* Lmmn&fi u . fh- 




BNSDOCID: <WO 9630548A1J_> 



WO 98/30548 PCT/JP98/00071 

Ji^-U> > hijyf-L/>, ^Dt°b>, fh7/f 1/> S 1, l-^y-^u 

u >it?w^n, fcf £ L < a** v >\ h uyf i/ >xt<£7°p t°u >.-i i t 

iTj^JXj^ ->^D-/p/s°> x i/^0-/^> N V?P^>^>\ ->7P'\^>. 

7 p^ > * >T£> 0 s L < (i -> 7 p^ 3 0 

^w^n. l < izmm i ;»j.¥. 4 mcdt^jumt^ o . $ ^(cfc-r- £ l < 

ftOiwWx.tf, Tv'Jv>, THff-v>. t°P>;> : >\ tXij> : >, /s+f t KpT 
-tft 0 >X(i^-7^t KD7'/y^Wb*i, ftT*L<i±t°D -J > : >, U 
>T#> 9 , #Cftf * L < i± t°p V >? >T£>£ 0 

TT 'J -7UJ&J ti5Mlrt< 6 7tfi 1 4 {!*I©/£«T U -7U^^;»L. fitt 

MKMx.tf^^K Mi;K *v'J7K t"7x-;K -T-v^K 7 > HJ ;l,X<± 

4 



BNSOOCID: <WO 9830S4SA1 _l_> 



WO 98/30548 




PCT/JP98/00071 



y i ± > hU /U^y/W £ ft , ftf J Lsir/x- )U)Jk-Zdh & o 

is&LfcT $ y *^.&!*-rSo 

£>£o aeoT^^giijjft^ ( i , ii) )t'r^ttf^©Mf>#^^^.$ft/c^ 

^^n;j<b^ (kid (i, mmt&&Bt&-rzc jtmut&fo 

^ N 3^Yt/jc«. mm. mm, ^ >m^mmm, ^m, mm. -/Dt°t>ft, 
i/=L*ym, -7n>m, ^^^m, y-^jum, 7i/o*, u^^, 

z^iz, fcmwitftw (k ii) xtemm&wiZifr-ft&tiz *a>mt, -mm. 
W£ft&*s--&*>M > *^»flfb^#j(c^^ft ^^i-r/^/Kiii'^. ?>m»j^i,fiv£ 

T £ Z> tiK Mm ft £ti j& 7j7J;-(1 z ft k, fc $ ft 3 1> © t ti t, > Q 

jdc- — . joo 

R H R 4 X i 

D-E 

(HI) (IV) 

5 



BNSDOCID: <WO 9830548A1 J_> 



WO 98/30548 



PCT/JP98/00071 



W fI> K*#OhtiUrffii&<D±jS OT'Jd*), D (i iju j>£<7.> A X li^f »/ 1 r'j±(i 
*3»HHffc^©«I** ( I V) f >^/-7HBNM* (III) KS£j!fe©T;l/* 





(la.lla) 



BNSDOCID: <WO 9830 543 A 1 _l_> 



WO 98/30548 




PCT/JP98/00071 



*£^ffc£4& (la, I I a ) li, ( I V b ) — h 'J ^fb^#J 

llMZ J:-,tfcftKi t^'T § -5 0 

A " Y R4 A-NR1H 

(IVc) (la.lla) 

(i^K ri, r\ r •' #tfA (iijfjj/!!© i 0 T*> *3 h Y (i7 •>* Kit, ji h pffi, 

(ELL, AiYili •^(fc'SoT^.^fl&flF's-rD^JgjjJctTfcaiO 
•^^I'JHb^ (la, I Ia)lt (IVc) Toj*£ft£ftft4&£#j&-r 

Ml Vj'&Xl m R? nzt i><T £ Z „ MtkM t LTI1, /K 3£f b OAT^J-'yA© 



BNSDOC!D:<WO 9830548A1 I > 



WO 98/30548 



PCT/JP98/00071 



iGE K&£l^l-H^ET\ &M (Mz.W<, SO *T&tt&#:fcTfiafl 

fr(±> Protecting Groups in Organic Synthesis, John Wiley & Sons, [NCtCfEflUc^ ftTl > 
& Si-El© //fcfcfflt j&<T# x fttjjg&a^ > -JjV-t^ •> -/;7U^"-n.;l.^7tj: 

i&mmwr, pewits cim^o 



Cit'K R 1 n R 2 x R\ R 1 JkZfA (iljljiiB© t. 0 & ) 
«'Wft^ ( I , I I ) (i, ^Mral&ia^tMl/: -jKJ; (la, 
I I a) T^$n£<bfr#j£, N-T^^Wk-T-SCiJCck^a^Tt^o 




BNSDOCID: <WO 9830548A1 _!_> 



WO 98/30548 ^^PCT/JP98/00071 



R \ cho h 2 nnh-d-z R 3 v 



Ex 



R4 



(VI) 

X 



(V) 




R3 

4 W^N N R 1 
R4 A-N 
(I, II) R 2 

Cifc'K R', R 2 s R\ R " > A, DS^'XfiijliiiBOi^^T^^, Z(iij.jj!>E 
O E XiixC N R 1 R - 3 o ) 

*m\<t-&&d ( k i i) it cv) r-^nsft^i t Kv> : 
'j> fnn<tELm*, m^fsmmomn r^tzmwm v, u& u < 

tLltm^t) U ^ Ar(-.T)?^i|Jrj^jfl^ KCft/-^ L < ir&Uyj£ 1 0 0 °C-cfj9 C £ 
UT#«^ti/c (Viii) \t^^i^\iWkik---)'j^AitmW^mc 

£<o^m\<k<$'m ( k i i) cfM^cifHiiT^^o 
c^^^cuTMit^n^^^iijjfb^j (. i > i i ) ti, mn.coti£, ^<o^ 



WO 98/30548 




PCT/JP98/00071 



- ^nimwt'mmz&m u x tf ti -5 0 

wi^mwimo,t^M tour x-r . i)t^y>iij-r<5 mm) 
icx<o ^m^mimmmnmzm < c £*<-?% z 0 

2 - (7 --7;k*-CJ - 1 H— Y >y V-;U- 1 - Y ;U ) jc^-;l/T $ > ; 2 - (' 6 , 

7 - i/-yjlsfn- 1 H— Y >^'V— 1 - Y i^-yl/j' ~ > ; 2 (5, 7 - 

^ "TVU^" n -lH-f > ^ V — ;!/—]—•< ;U) xf;b7 i > ; 2 - ( 4 , 7 - if "7 
Jb^o — 1 H— Y y y\f— Jl— 1—4 )V) jiy I > ; (R) - 2- (6--7/U 
to-lH-^f >yV-;U- 1 — < yU) - 1 -/ 1-)\sjl+)VT I > ; (S) - 2 - 
( 6 -7;L/7fo- 1 >W — Jl/- 1 - ^ JU) - 1 i > ; 

(S) -2- ( 6 - 7 7M-Q- 1 H- Y > yV—jU- 1 - Y^) -l-^V7°ot 0 
;loi^/UT * > ; 3 - (6 -"7;l/^"D- 1 H— Y >.y-*V-;U- 1 ->f ;U) - 1 
-T^u^n b°;ur = y ; 3 - (5 - yjUjra- l H- Y >yv-;u- l -4 )U) - 1 

- y f tf;UT ^ > ; 2 - ( 7 -y'a^e- 6 --yVU^o- 1 H- Y >^"v — Jl 
-l-JJl) X-f-Jl/T i > ; 2 - ( 6 - -77U7f- o - 7 - / h + y-lH-Y> ?V 

- ;U- 1 - Y 71/ ; Ji.f-;UT i > ; 2 - ( 5 - - 6 — / h + y- 1 H- -f > 
?V—J\/- 1 - Y ;U) i^^7 2-(.7-^0-6 -7;l/^"0- 1 H- Y 
>.^V' — 1 X-f-7UT = > ; 2 - (7 - y* - 5 --7,/M-O- 1 H- 
•Y > VV—JV- 1 - Y ;U) xf ^T = > ; ( S ) - 2 - { 6 - 7 o □ - 5 - 

□ - 1 H- Y >*V— rt/~ 1 - 1 - y f;Pxfil/T ^ > ; 2 - ( 4 - ^ n 

a - 6 - 7 ;u7T p - 1 H- Y > y"' V - ;U- 1 - -Y yU ) xf .;L/7 ^ > : 2 - < 4 . 6 

- y- cr d - 1 /f- Y > ^'V — 1 - Y xf;l/7 i > ; 2 - ( 4 , 7 - ^ 

10 



BNSDOCID: <WO 983054fiA1J_> 



WO 98/30548 




PCT/JP98/00071 



on — 1 H— f yW—Jls- 1 - i if ^7 i > ; ( S ) 2(4. b - v 
7 o a - 1 H- -f >W— 1 - Y - 1 - / =h)V^^-)\yT I > ; 2 - ( 5 - 
->T / — 1 H — -f y?*/—)]/- 1 - -Ob) i-f-^T i > ■ : 2 - ( 5 - y7f^7 i 
y - 1 H — -i >yv'—Jls- 1 -Y^U) ifyUT * > ; 2 - ( 5 -/ =f- )V7 x J - 1 

h- y i - -r^) xf^r $ >■ 

j£^±<&*J/Htf>nJ'fiEtt 

*3&iyHfc*V<»tt\ 5 - H T 2 c&ftmzxt LSbi <tiSK1?t£W l> $ £ «c 

SMfc* -r t> Y-Jt/JT ^^Ci^b, 'I'mW'^^iU t»0i-. 

ft^#j© 5 - h t , c ^m^M-r z mm t imm-Rtf ^ v i> %m t ^ 

A. Uift%m 

5 - H T 2 C &C^" 5 - H T j, aS^I* : A. Pazos et al., Eur. J. Pharmacol., 106, 539-546 
(1985)X(±>S. havlikand S. J. Peroutka, Brain Res.. 584, 191-196 (1992)60 JytiilZ X -5 C 3 
H ] 5-HT *£<V##r ( z X *) 'MM U 0 

5-HT, A S3Ff+ : S. J Peroutka, J. Ncurochem. 47, 529-540 (1986)© Jjtkfc [ 3 

H] 8-OH-DPAT Uifr'sWyiz i: 0 ij^/jfii U tZo 

s^c^-r^miti-^^-rK i «(ij^T^^T^u/c : k i = i c : , 

(1+ [L] • [Kd] ) ( [L] : »J#>KfflLK. [Kd] : M^lfc) 



& 1 &i < K i . nM) 





5 -HT, C » 


B-HT : .,^ 


5 - HT 1A «£ftf* 


%mm 1 5 


3.73 
1 6 


1 1 . 2 
1 4 0 


10 0 0 
6 1 0 



ife (EP 655440 <Dmm\ 1 ) 



11 



BNSDOCID: <WO 9830548A1J_> 



WO 98/30548 




PCT/JP98/00071 



£W U 5 - H T ,. ^ZmiM&V 5-HT, A <g'#{*c#/- LTWHLTl^o 
:i^[lbfttl^ (Berendsen & Broekkamp, Eur. J Pharmacol., 135, 179-184 

(1987)) o v^mm^^s^vkH^, \$.mmfrt>. 3 o tmommjj&mm. 



M2 



-7 v 





kk'MnhfUB. (m s/kg, s c ) 


'Mmm 2 e 
•ifeSfefli 3 0 


0. 1 
0. 0 3 
1 



V-^H&ig (EP 655440 0)'4k$M 1 ) 



M&Wil&m-VfrhJ >/ < /-iWlt EP 655440 © Y > K-^^Cit 

■frL uzf-tjm. fiM, mm, rMMflk Ri/fij. fe'K w.-fj^ij^frri/e^^n. mam 
ttffi. tt>;u, a-'^u- h^^^tti^i§.A (:itl;Tru: ^^^^ 

Jlfi'MA 1 A-'i/c 0 , .1 Ifl i:^10n U -] 0 0 0 m K ^ ft/ 1 * L < It 5 0 m g ~ 
2 0 0 m ^ cOtpSHFlT 1 H 1 mfr 2 tUMA 1 Al'i 

12 



BNSDOCfO: <WO 9830548A1_I_> 



WO 98/30548 




PCT/JP98/00071 



tz 0 > 1 n 1 m g ~ 5 0 0 in fjJtfJU (£ 5 m r ~ 1 0 0 m k ©IflBPEIT, 

i ei i mfr^mm^wrmmw£5-£ftz>fr. ztziz, 1 h mm- 2 wm^m 

-tzvx, tm&5-&£ O'pte^a^- -Sterns- bh%o 

c ^ ^n-So c © cfc -5 ^H^ii^jc^c ^T(i, 1 ^^tzu^taix.tcDfmwM^ 

^->-/d hf;Hr;L/D-x N i^i^tibn-x, ^y~fy, ^ 'J £'^;h£d 'J K> % 

zi-^mti )vy^ i,(D£nKmmm, 7^ h-xcD^n^-^nm. v^? 
i ym£ tzteTX'°^Jrymo)£n tmwmmm&ftf} lto ^xk&i ><, 

mm, msmu mmmn&ntmwm. \-.mm. mw&L imm. M»j^rvwL 
ii^/j<^a-*ti^o jmrmoimmm. mmmtLxit, mx.it-fu\£vyvv 

3 -7K liJxfi/ >- ^ 'J3-;K t1- U - 77ili©a^ fifiEfoiili > * 7 -VKO J: n t£ 
TJ\sZ2-)V%U 'J V.'l/^- h 8 0 CiJ0Ai.fi) ^<*5, C©#*mJ'Jc#J(ix 3^ 

izmmtm. wmm. mmm, $utm, £hra> wmim (.mx.it. n h-x) , 
< )i?-%m-tm.m, wmmm^^itwmizj:^xmm<t^ti^o 

13 



BNSDOCID: <WO 9830548A1_I_> 



WO 98/30548 _ . 

PCT/JP98/00071 



ifs »;] £ mm T^ta^co mbl^ b m 
mz, ±iztm\izmi-rz*\ ^mutzti^mmm 

K 1 0 0 m I ^JM/; 0 CtlfC, ;jc^T> i?>fMM7; Kl Om I 

n- 1 H- -f >/7-;l/- 1 T * ^ h , J;U3 3 3 g zrmVLWMt L 

#%#|J2 : (6-7^tP-lH-r >^V'-;b- 1 Ttr h >J ;U 
###J3 : (4. 5->J-7)U*u-lH-<i^yV-Ji,- 1-4)1) T-tb-\^)JU 



tmmi : 


(5 - 




- 4 _ 


■JJ-JU- 1 H- 


4 y9°\/-)i- l - 


4 )V) 7th 


h 'J ;u 














###|J5 : 


( 6 - 


-ho- 


1 H- 




1 - 4 )1) T-t? h — 




##M6 : 


(5- 


-hD- 


1 H— 


4 >y"v'-jb- 


1 -YVI/) T-t? 




###|J7 : 


(5 - 


7 O D - 


1 H- 


Y yyv—j]/- 


1 - 4 )l) Ttr h — 


h U ^ 


#%#|J8 : 


( 5 - 


7'o^e- 


1 H— 


4 > y'v"-Ji/- 


1 ->f ;[/) T-tr 


l> 'J ;U 


##^19 : 


( 5 - 


3- K _ 


1 /-/- 


4 


1 T-tr |^ 




1 0 


: (5 




- 1 H 


-4 y ?'\f-)\s 


- 1 - 4 )l ) T-tr K 


- h 'J )V 



PCT/JP98/00071 



WO 98/30548 

1 

#WJ 1 2 
#WJ 1 3 
1 4 
^ HJ JU 

i&%m 1 5 

— h 'J ;u 

£WJ 1 6 

- h U ;u 

1 7 

— h >J;u 
###'J 1 8 

- I> U ;P 

1 9 

Jl 

&%ffl 2 0 

&%m2 1 

h 'J ;U 

%> %m 2 2 

J > 

##f0J 2 3 
# 2 4 
h — h '.J ^ 
#«l 2 5 

5 ~-7;M-o- 1 H- Y >yv*-/H. 4 0g^y7"o^x^>l Om I Kfc^-U 
end t e r r -T h U 1 . 3 8 g^JNx. 1 0 Ott 1 mmW&. Ill: 

3 8 g x ^ 7' P ^oi ? > 1 0 in I 3 llflfiiiSnffi 



( 5 -- 1 H- Y 1 - • < ;U) T-tr h— h U ^ 

( 5 - J h4-->- 1 H- Y >yV—Jls- 1 — f yU^ T-tr h— h M vt/ 
( 5 , 6 - if ? d p - 1 H- -Y lU- 1 - -f ;b) T-tr h — h 'J ^ 

( 5 - 6 - 7;M"p ~- 1 H- Y >.^V-;U- 1 - Y )V) T-tr h 



(6 - v 7 DD- 5 --7VM"p- 1 H- Y >y V"— 7U- 1 --Y;!/) T-tr h 

(5-?dd-6-7 p - l /-/- Y > ^V— ;u- 1 Y /l/) T-fe h 

(4 - ^dd-5-7 ;M" p - 1 H— Y y?\f—)V- 1 - 4 Jl) T-tr K 

( 6 -T'p^e- 5 - -JJlHrv- 1 H— Y >?'V—J\/- 1 -<Y JU) T-tr h 

( 5 , 6-/7Wo-lH-^> yV-JU- 1 - -Y >U) T-tr h — h U 

( 6 - / h 4- •> - 1 H- Y > yV—Jb- I -jjls) T-tr h — l> U ;b 
2 - ( 6 - 77U^p - l H— Y >yv-JU- 1 - -Y ;k> Tp t°7h > — 

2- ( 6 - V71/TP- 1 H- Y yy*/—))s- 1 - Y^) y^o^>^ 

( 5 - P - 1 H- Y > yV—Jl/- 1 - Y WfiffajLT-jl 

( 7 -7"p^e- 6 - y h + ->- 1 H—4 >yV—JU— 1 --f ;b) T-tr 



15 



BNSDOCID: <WO 9830548A1 I > 



WO 98/30S48 




PCT/JP98/00071 



xf;b ~ 5-7MP-1H- Y >y V-;b 0 . 4 1 «r £-$-fe<7«*£ Ltffco 
2 6 

3 0ml CSS^, ( 5 -~7Mu- 1 H-j > ?V-;U- j _ x , U) ^|| xfyl/ 
1 . 4 0gOfh7tKo77>10ml S8ljc£fflST L . ^fiCT 3 L /c„ 

»^^aD^;UATfiH!HL^ 0 Yj-M^-tirMJ^KT^ L , |«7^7, 

(^Stift: h;Uai>. ^g?ai^U=2y 1) T«L2- ( 5 - 7)l,*n - 1 H- Y 
> r V - )V - 1 - jl ) jr. ^ y - ;n . 0 3k £ft fc e 
#^"^J 2 7 

#%#|J 2 6 <t r^O^iftc «fc^ 2 - (6-7;^d-1H-Y> V - )l - 1 
2 8 

2 - ( 5 --7)V* u-lH-4 yVV-Jl- 1 - ,D jc* / _yn . 03r ££s 
(by U > 2 0 m 1 L , cm: F U xf^y > > 2 . 4 0ml, jt&ffcy * > x 

yl/^-;U0. 6 6ml '^{CT 2 ll^W-1-L/c 0 /xic^***^^* '/ p 

*r u/co ^mu^^-m. mmm l*? >xju* >m 2 - < 5 - yju* o - 1 h 

- -f >y*/-Jl,- 1 - -f ;L0 l . 4 8 g £#/c 0 

##M2 9 

•>T>ft-M>iJ7A0. 3 3g^y7f;^M,7; Kl 5m I {CMU C^C 
/^>XyU*>j«j§ 2- (5-v;M-p- 1 /-/-x>y v _yu- l xf;i/0. 
5 8 g(7>yyf-yU*yI/AT5 K5m 1 5 0°C{CT4 IW»U?to |*J& 

16 



9830546A1J_> 



WO 98/30548 




PCT/JP98/00071 



&\ r<m*mhm*ML. 3 - (5--7;M-a- 1 H- Y >7v-;u- i - td 
h°7f j - h U ;u 0 . 4 0 « ^#7t 0 
3 0 

AT = K 10ml &}}l]?L?c 0 :nc, 5 -- -7/M-n - 1 H— Y >^ V"-;U 1 . 0 0 g 
i&KxRift" F\ -/Dt°l/>t+y K 0 . 5 9ml «|;L^T 4 8 mfflMW U/Co £J£ 

r«^r^'> r >AT«L/c 0 mm&%iHLtc'&, mm ^ # *f)vt> vA^av h 

7 - : h /Ui > • "ffif.'^ 4 ) Tfff&! L 1 - ( 5-7 a - 1 

H-A >W-Jl- 1 — f yu> -fu>°y- 2 JUO. 6 4 g&fflzo 

3 o tmm-}Mi^&<o , 3 1 ^ 4 2 wtfiw&wzo 

#:#f/i]3 1 : (R) - 1 - (5 -7;M-n- 1 H-A >y s /—JU- 1 — OlO 7"u/° 
>- 2 -7f--;U 

#:J5-tfi| 3 2: ( S ) - 1 - C 5 -- -7 7M-D - 1 H- Y y?\f-)l- l - Y )V) 'fa^ 
y- 2 

#^|J3 3 : CR) - 1 - (6 -7>M-D- 1 H—A > yV—JU— 1 - A )D -furs 
> - 2 

#^"M3 4 : (R) - 1 - (6 -y N + ->- 1 H— Y >**7-vU- 1 - Y tl) -7°o.'° 
>- 2 

#.^| 3 5 : CR) - 1 - C6-^>vVU7f+'>- 1 H--Y >.7V-;U- 1 - Y^) 

•7"o/n°> - 2 - tT- ;u 

#-^M3 6 : 1 - C6 -7;u*p- 1 H- Y >^'v*-/U- 1 -^;k) - 3 -y )lir 
a-fa^y- 2 -jr—)V 

3 7 : 1 ~ C 6 - -7;U7f-D - l H — Y > 7"v"-;b- l - Y - 3 - / h* 
■>7*o/n°>- 2 

3 8: (R) — J — (6, 7 - v >/wa- 1 //- Y > V \A- >V - l --Y /u) 7 
n /< >-— 2 — 7^- 

17 



BNSDOCID <WO 9830548A1 I _> 



WO 98/30548 m ^ 

PCT/JP98/00071 




^d«'>- 2 

- -f.il, ) 7°o,-?> - 2 - 

-4)V) -fusty- 2 -jr—)i 

** H4 2 : (R) - 1 " c-^*- H-^y/-*- i 

-^7l/) ^D^>- 2 -^-71/ 

&%W4 3 

64«/fU>15ml|«U :m;F.|x^7;>, 3 8n,l 

,r , , ■ - - U» W 111 I N J. nu 

ffc^>X**^0. 3J«,*ii, :*-ffl l CT2IIS«WLfc 0 ffi« W 

'^ATlSUtfc. «*B»*«*® X «ffiWBt^^i,x**>» 2- (5-7,1, 
*»-lfl-<W-A-l-Y*)-i-/ ftoWJ . 9 2^fc 

ao. 6 4»*aw.7or ( =Ti Tinnw^ bb««mm. wcwx 

/I,* o - 1 H- -f > ^-/-^ 0 . 6 3 g 
— 71/ 

(R) -1- (2-T^K-7°Dt» -5-v,M-n- 1/-/-^>^ V 



#^ M4 5 



-71/ 



18 



BNSDOCI0: <WO 9830S46A1 I > 



WO 98/30548 



|PCT/JP98/00071 

( S ) - 1 - (2 - T v \i-fa t°;U» - 6 - I 



( S ) - 1 - (.2 — T FVd t° Jk> - 6 - y h * •> - 1 H- Y y VV 



&t$M 4 7 
> : ?7-;u 
#-#^1 4 8 

#%{0j4 9 : 1 - ( 2 -Tv F D^>f7l/> - 6 - 7 VUtT a - 1 H— -Y >^'V'- 

##0J 5 0 : 1 - ( 2 - 7 v K- 3 - ~7 )l* u 7o h°A ) - 6 - 1 M n-lH-J 

ij 5 1 : 1 - ( 2 - 7 v I * - 3 - / h * > 7°P t°;b) -6-7 u — 1 H— -Y 

###|J 5 2: ( S ) - 1 - ( 2-7 H'7'p t°;U) - 6 - ^ h + "> - 7 - - ha- 
1 H- -Y >7'7-;U 

#^•^1 5 3: ( S ) - 1 - ( 2 - 7 H'7'p L°;U ) - 7 - ? □ o - 6 - ^ h + > - 
1 H-sOyV-Jb 

t£%m 5 4 : (S) - 1 - (2 -7v K7ot°;U) -7 -7d^e- 6 h*->- 
1 H— -Y >V\/-JV 
# WJ 5 5 

2 - ( 5 — — h o - 1 H— -Y > 7"7-;b- 1 — "(Jl) xf;l/7 i > 0 . 83«<D1. 
4 _ Vit^y ( 8 0 m ) ) ^j&Jft v- f o r t -T^l/O. 9 7 K^/Jfl 

TWlll! LtZo m\ U fc#Wi£Y^b-£s MA7kT» U f«zK{5fEi&-? •> 7 AT'ft 
fife L /Co MS-z^J iJBffi U 1 . 1 9 g ^IH-/:„ C © 1 . 16g^fh7tKo77 
> ( 5 0 m 1 ) C^il, cn(C 1 0 9o-/°7^7A;*-3j£/JII;L, 7K^S>fflxi>\ 5 
0*l»WiH*Urt:. S/^^-tr^ Y bMML, I?f^iMl^o Ibtlfci^^ 1 ) 
*TO7A^D7 h-/7 7 -f - ?ou*K'7 77-^= 1 0 0 / 3 ) 

TjiSL, [ 2 - (. 5 -7 = / - 1 H- Y >y v'-;U- 1 ii)V>< \ 

>fifc t e r t - 7*^)1 3-7.7- )V Q . 8 1 g&Wfco 
1 



19 



BNSDOCID: <WO 9830548A1 J_> 



WO 98/30548 ^ 

PCT/JP98/00071 



o m i tzmmzit. zmzmtTji, u^o. 97 gzmma*. 1 5 mam* l 

/Co COSai; C 4 -7;M-d- 1 h-4 >VV-;U- 1 -^i,) T -tr |> - h ,j 
;H. 2 8 «Ofh7t Ko.77« (5m I ) «TM^T2!W»L 

flWfc* h U ^ 0 . 5ml, /K 1 . 5 m I *»ota* J LtZo 

**P»*-fr^ hiliC^I^ f-bn/:»->iJ^'M7A 

• 1 / 0. 1 ) T'»U 2 - (4 - 7;k*o- l >^"v"— 1 a: 

^-^;ut ~ >«iHKao. 2 8 s^mmtt LTW tz 0 
mm\ 2 

> 3 . 5 0 fcft \-\ 7 Jc 1 m | K^LfclEffiFfH- h 'J '7A 1 . 9 0 k£jWT 

MMS^^i^^ * 5m I lzmMLtz7>y 

it^mm± h U7A3. 8 6 K^«(Cte3 (M>«#Lfc 0 /-(•; 

fc\ T7b^->»K :^(:ti8-777> e-^-^o. i3 K , ftitt* u 

£ ■> -J 77 ^77 7A7DVh * 7 7 - (ftftft : h ,\,jc M-Hf-;^ 5 ) elf 
IL5-7M-6-^.;i,-ih-Y>;7V-;P0. 3 6g« 0 r*=f>*l 

Wbth^AO. 1 4g^-> WU ^f;^A7; Kl 0 
m I^Jll^Tto cm:, #fcK ^fWA7; Ki m 1 *K##Lfc5-7* 
*a-6-S+;U- 1 H--1 >W-JlsQ. 3 6 «*^<r,-ft,^ s 3 0»L/; o 

^ F«7D07t h -j;U0. 2 0 ^ r2 H»L 



20 



9830548A1 J .> 



WO 98/30548 




PCT/JP98/00071 



tz 0 toii^7K/KMu^^{t^-^^^wi, i :i j ,L^o <mm^^^, k> m^(om\K 

-e h ^5 -7 < - : ^*-*yy/mm^)l = 5 ) tii L (5-"7;M-d-6 

_ y ^ yU _ ! f/_ y >?V— ;U- i - -f ;b) r-b h— h U ;U 0 . 0 8 g ££l 
LT^o TJl-J>mkY, /K^fcU^AT/Ui-^AO. 0 3g^fh7hF'P 

JK# L/c 0 C««K> ( 5 - -JMu- 6 - J f-JU- 1 /Y- -Y >y V-;U- 1 - 
>f ;U) T-tr h — h 'i ^ 0 . 0 8r©t h7k Fd77 (5ml) K/Jflx. 

:+:si-e 1 ii^ihwu^o Jx/s^y ^ y -^m^mmoum^m u silk. 4 o % 

/Kl^ft^ h U «7 A/Ki&)$ 10ml %Mx.'7 p P*yUATf|t|.'.H L^ 0 ifrM^ft^-tHlK 

< - (.-mntifo : y oo*m v y -;k '«i7' >-^— r*= 10.1 ,-" 0. d 

T«U 2 - ( 5 -7;M-u - 6 - y 1 H- -Y 1 - >U) i ^ 

;UT~>0. 0 7gW:o |!^n/:2- (5-7Mo-6-^fyl/- UW> 
^ V -;U- ! _ -Y ;k) i^;k7 i >£i?y-^C?«U -till 4 N&'Sffitt&xf- 

jimi&mz.£. vtz®i&%mk^ m&m u 2 - c 5 - x/m-p- e -y f-;u- 1 

H _ Y >yv-/b- 1 -Y;k> i-^^T $ >«&S#feO. 0 7 g£|=lY*|»<i: tt#fco 

%iMm 1 iiTTj#i©y,^(rcfc 0 > 'Mm 3 2 4 Mt<ws&wzo 

-JHMM3 : 2- (6 -• 7/M-o- • 1 H--f >^'v-^- 1 -Y>>k) 
ft? 

/f^l- : (6 - 1 H- Y yVV-Jls- I -4)V> T-tr h- h >J ;U 

■mm\ 1:2 - (4. 5 - : J -7)VJt P - 1 H— -Y >.?V-;U- 1 - -Y ;k) xf-;k7 ~ 

: ( 4 , 5->'7Wo-lH-0 ^V-;U- 1 - -Y ;k; T-b h — h 'J ^ 
5 : 2 - (5-7 >M" P - 4 - / 1 H- 4 > 1 - -Y vk> 

%m ■ (5- yjUTtn- 1 - y f-^U- 1 H— Y >7'7-;b- 1 --Y^k; T-t h— h 



21 



BNSDOCID- <WO 9830548A1J_> 



WO 98/30548 — k 

PCT/JP98/00071 



Wm\ 7 : 2 - ( 5 - - h p - 1 H - 4 > ? y - fl/ - 1 _ Y )V) ^ )lT , 
KBfl : (5--FP 1 f/- Y > ^v-yp- 1 ~f -\z h- h U ^ 

&ttff 8 : 2 — (5-^od-1 H— -f > *V-,U- J , 
^ : C 5 - * D D - 1 /-/- Y > ^V-.^- 1 - ^ ;U) T-fc, h ,j ;l/ 

ftttfl 1 0 : 2 - ( 5 - 3 - K- 1 H - < 1 ^ )VT x >mm 

•*-nri 

W& : (5-3- K - 1 H- f > ^/-/U- 1 - 4 ;l0 THr h - h u y|/ 

1 2 : 2 - ( 5 - y M^"- 1 H— Y >^/-/U- 1 - ^ ^ T 5 



fa 

mm 14:2 - < s 1 «- <>,.,_«._ , -<» x» T j 

tint 

■■mmi 5 : 2- (5, 

22 



BNSDOCID: <WO 9830548A1J. 



WO 98/30548 ^fc PCT/JP98/00071 



: (5-^dd-6- iMa - 1 /-/— -Y > TV— ;U- I - 4 JU) T-tr h 

i.J >U 

'J&SIIHfll 17 : 2 - (4-^OD-5-7ibtD-lH-Y> yV- /b- 1 ->fyu; i 
jrp:|. . (4 _^pu- 5 1 H— Y >T'V"— 1 - Y 7U) T-fc h 

1 8 : 2 - 5 - 7 'UTo - 1 H— Y >?V—Jl>- 1 - Y )V) 

[ffM ■ (6-^ao-5-7;i/to-l H--Y y?\f-)i- 1 - Y Ji) T-fer h — h 

'«#"iJ 1 9 : 2 - (6 -7*P-t- 5 - 7 Ma- 1 H- Y >.?'7 — 1 -Y^) .x 
-f-)VT I 

»1- : ( 6 5 - v;U^"D - 1 H— Y >?'\f-Jl- 1 --Y^k) T-tr h— h 

2 0 : 2 - ( 5 , 6 - : J"7Ma- 1 H- Y >yV-;l/- 1 -Y^) if^T 
= >J£aHfct£ 

W (- : f 5 . 6 - v 7 □ - 1 tf- -Y > PV-JU- 1 - -Y ;U) T-fe h — b 'J )\s 
•MMm 2 1 : 3 ( 5 - -7 Ma - 1 H— Y >V7-;l/- 1 -4 ;k) -fa t°;UT ^ > 

JBi** : 3 - ( 5-7MD-1H--T >^V-;I/- 1 - Y 71/) 7°o t°^-— h 'J ^ 
'^//di^J 2 2 : 2 - ( 6 - y h + v- 1 H- -f > jfV—JU- 1 - -Y ;10 if7l/T = > 

JSiW : ( 6 - / h4-> - 1 H- Y > ^v"-;u- l - -Y ;u) T-fe b- b 'J ^ 
-Ji/M'J 23:2 - (6-7 M a - 1 H - Y > fv'-;b- 1 - Y ;10 - 2 - > f-^ 

)WM: 2- (6 -7;Ut(-o- 1 H- Y >VV-;b- 1 7°Dt°t- h U ^ 

'4SlW9\1 4:2- ( 7 —7 a^e- 6 - .X h + ->- 1 H- Y >.^"V"-;U- 1 



23 



BNSDOCID" <WO 983054SA1 _!_> 



WO 98/30548 

PCT/JP98/00071 



X ^^7; > 0. 5 
h U ^ 

2 5 

6 . 7 - y 9 u a - 1 H- 4 > i 1 iPI*©-/^ 

i:^2-(6.7-^on-l//-. Y >'/v-.,b- 1 - -r yb)i^;b 7 * > 0 . 

5 -y^jumw^mzo 

-MMM 2 6 

1 --/a^-r-jv- 5 -7,U*p- l H - < >yv-;K). 4 0 
A7;K10mlim, ZtHZTV{l+ b U -7A 0. 3 2 * 8 0 °CT 2 Kf 

{?/ *^ ***** m> ,} * W * ^ A * n v h ^7 7 , - cam* : ^4-9- > 
^=3/1) TfSLl- (2-7yF'xf; W - 5-7;^p- 1 //-f 

08g^fh7tF'D77>5mlC«t, :tli:i- (2-7i?Kxf-;W - 
5 - 7 p - l H - 4 > V s /—j\y(T)-f- h 7bKo77 >*jft- l m I ) £S[T/J[| 

x. 3 ot-x/uto- fidmtz* ? j -)^m^m\<nm<t »; **juti\, \ -^u 

*5M¥U 7 >c0. 0 8ml. 15 »6/KI»ffc^ h U 7 A*ffiEjftO. 08ml, * 

0. 2 4m I lll»i^L/c 0 «LfcT^'^-tr^Y H»C^ 

p '"HyPA ^ / ? j _ , k , miT >fe7/K = j o , j / o . i ; rmm U 2 - ( 5 

-tvm-d- i //- y >yy-vu- i if ., b7 , >mtlo mntz2- < 5 

--7;^p- 1 yv'-yu- 1 x W ;>^/-;n :flW)[U 

cni:4N^xf««/|:b««, MiT-WL2- (5-7 
/M- n - 1 H—-4 *Z—)\s- l-jju) x_+ Ji/T x y ^ mLQm o 4 

"Mm 2 7 

24 



BNSOOCID: <WO 983054SA1 I > 



WO 98/30548 ^^PCT/JP98/00071 

10ml icMS-fch clai:^ V\ 1 - ( 2 - Tv Ftp - b -7U/*-n- 
1 H---f yy7-;l/©f h7t Kd7 7 (5ml) te'Mf&'VMx. 1 H^WHtSft 5 L 

/Co Richie y * /" -;u£Jto>tia#J©**<b u f-o at;p s a£##u sEtc. 

/K 0 . 2 1ml. 1 5 0 6-/jcHj?Yk"^ h 'J *7 A/K^ 0 . 2 lml, tK 0 . 63ml £-JI|fl 
»l/L 3 0 'MmWlstZo «U/c ^?&#j£-t?7 f h zlli: «fc 0 * 

j _ ;L /= 9 / 1 .) "ClraSliL^ 2 - ( 5 - 771^0 - 1 H---Y V-7U- 1 --f 7U) 
_ j _ y f-;bif-;ur ~ >»Co Wbtltz 2- ( 5 - "771/^0 — 1 H— -f >./V- 

- -7 ;U7i- d - 1 H- -f > /v"-^- 1 --fjl) - I- / f-jm^Jl/T i >igflfttS 0 . 
4 8 g&fffcfco 

■^ifMiJ 2 7 £|,MM>777&K £ <0 , W J 2 8^^30 <D<t&fa&fttz 0 
'JiUmi 2 8: ( S .) - 2 - ( 5 - ~7 - 1 H- 4 >^'7-/U- 1 - -f 7l/) - 1 - 

JSC** : (S) — 1— (2— T v K7°d t°7U.) - 5 - TVl/* p — 1 H--Y > y s /-)l> 
'Mm\2 9 : ( R ) — 2 — (5 1 H-4 >^'V-7b- 1 --f7!/7 - 1 - 

: ( R ) - 1 - (2 — T K-7°D t°7U) - 5 - -7 D-IH-O 7" V -7b 
Ui/MiJ 3 0: ( S .) - 2 - ( 6 - 7 ;M" P-IH-O ?'/-)l> - 1 - Y 7b) - 1 - 

: ( S ) - 1 - ( 2 - T V F'"7°d t°;k) -6-7;l/to-lH-0 ^ v - ^ 
'ii»J3 1 

/MHt U -f"7 AT7U ;-7A0. 07 g- h 7 t Ko77>5m 1 tr^JW L > 
K> (S) — 1— (2— T v K-7°d t°7b) - 6 - / h + y-lH-Y> ?'V- /U 
0. 19gWrh7hF'D77 Klfc^ T7U=f >#W^(,>\ ^iST 1 

ii.HBJfW Lfc 0 jxJ£#?$tC y * 7 -7U*-'>-:.L &i 3 0 °o/jcfgffb^ b U -7 

% o . 5mi ;j[i x. > r i hmh» u^-bv-r tffiftfifc ^ * •> ? a £ ira 



25 



BNSDOCID: <WO 9830548A1 J_> 



WO 98/30548 

fl| PCT/JP98/00071 

^77^-ia*}iiLt 0 #bnfc7; >o. 1 7 g^^^y-;Kc^L, 

«^ f ^ill, _r.^y-;u- «xf;TO| t g^ L (S) _ 2 ... (6 _^ 
N + i>- 1 H- f yyv-j\s- 1 - Y — I - /f .^if;b 7 ; > 7 /I4^i& 0 . 

2 o gzmzo 

mums i ii^no^-^cfco, mm\'s 2&t> 3 5 <wt&®j%mtz 0 

mWH3 2 : (S) - 2 - (6 -<>yi^ + y- 1 H-O^/-;.- 1 - 



»l : ( S ) - 1 - ( 2 - 7' v Kt°d -6-<> y + •> - i H - 4 > y 
V— 

33: h7>X--2-(6-7;PtD- 1 H - -f > > V - ^ - 1 - < , U) -> 

mm : 1 - (2-7y K-> * d^>^) - 6 - 7^tP - 1 /f- -f >/-;!/ 
2ilM34 : 2- (6-7/l^f-n- 1 H-O^v-^- 1 - ^ ,i/> _ 1 _ y ^ 

1- C2-7yK-3-^h + y7 5 Dh>) - G - 7 a - ] //- ^ > ? 
'Jmm3 5: (S>-2-(5, 6 - d a - 1 H- J >^y_, U _ 1 - 4 ,V) 

/St**: (S) -1- (2-T> : K^Dt°;U) -5, 6 - 5 a a - 1 H- 4 >VV 
— )V 

■Mmm 3 e 

-Jjmz&>) (S) -2- re, 7-^DD-lH--f>^-l-fyH - 
3 7 

y.*>x^*>m 2- (5--7;b7f-p- 1 H-i>yy-,i- { _. Y , k) 



26 



BNSDOCIO: <WO 9830546A1_I_> 



WO 98/30548 




PCT/JP98/00071 



0 . 2 0 g, yxfybT i > 2 . 0 m I <7)M&%d% 10ml (WH^MSf-An, 

ct i emmmwLtzo i»a«*«ff.»»u m^titzmmz 1 N7K^<fc^- h u 

w?u-? h^77 y - (gftft : fwt^>v'iTi*Lf-;u= 2 / 1 ) till, M N 
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0 : 2- (5 -7;l/7j-D- 1 H--f yfV—JU- 1-^)1) — N, N-'J-f 

IS** : y 9 > xvl/* >§fc 2 - ( 5 - yjUJr o - 1 H- -f > V\/-ji- 1 - 4 jl) 

- l - y j)/*.* )VHixf : J~fu \z)vr i y 
mm 4 l 

&)}UX.tz 0 Cm:, >l<tfTK> y7fWA7; K 5 m I tl^<Hl/fc 5 — "77M~P 

- 1 H--Y >'.^v-;K). 5 0 bWU 3 OvIli'W-lfco lie 

K 9 u u T-fcr h — h 'J ;l/ 0 . 2 7ml ^JII^ST 4 HW/',J» L fc<, Rlfrift&fc/k 
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1 


NMR: 5. 86C2H, s), 7- 017. 07( 1H, m), 7. 49-7. 55 OH, m), 7. 63-7. 68(1H, m). 
8. 37C1H, s) 


2 


NMR 


5. 77C2H, s), 7. 13C1H, ddd), 7. 71ClH,dd), 7. 88C1H, dd), 8. 26C1H, s) 


3 


NMR 


5. 86C2H, s), 7.61 7. 72C2H, in), 8. 45C11U) 


4 


NMR 


2.46-2.48C3H,m), 5. 80C2H, s), 7.34 7.40(lH,m). 7. 61 -7. 66C1H. in), 
8. 33 -8. 35C1H, m) 


5 


NMRCCDCl,): 5.42C2H, s), 7. 93(1 H, d). 8. 15(1H, dd), 8. 24C1H, d), 8.48C1H, s) 


6 


NMRCCDCL,): 5. 39(211, s). 7. 60C1H, d). 8. 30(111, d), 8. 41C1H, dd), 8. 78(lH,d) 


7 


NMR(CDC1,): 5. 30(2H, s). 7. 42 7. 48C2H, m), 7. 76(1H, d), 8. 02C1H, s) 


8 


NMRCCDCL,): 5. 29(2H, s). 7. 38(lH,d), 7.58(lH,dd), 7. 92(lH,d), 8. 02(111, s) 


9 


NMRCCDCl.,): 5. 28(2H, s), 7. 28(111, d), 7. 73ClH,dd), 7. 99(lH,s), 8. 14C1H, d.) 


10 


NMRCCDCL,): 2.48C3H, s ), 5. 28(2H, s), 7. 31-7. 38(2H. m). 7. 54(111, s), 
7. 98(lH,d) 


11 


NMRCCDCl.,): 0. 94(3H, t), 1.22 1. 42C2H, ra), 1.61 1. 68C2H, m), 2. 73C2H, t >, 
5. 27C2H, s), 7.32 7. 40C2H, m >, 7. 53(111, s). 7. 99(111, s) 


12 


NMR(CDC1,): 3. 87C3H, s), 5.27(2H,s), 7. 11(111, d), 7. 17(111. dd), 
7.38(lH,d), 7. 97(111, d) 


13 


NMR(CDCL,): 5. 27(2H, s), 7. 65C1H, s), 7. 89(1H, s), 8.02C1H, s) 


14 


NMR(CDCl :t ): 5. 25(2H, s), 7. 26C1H. d), 7. 99(lH,d), 8.02(111, s) 


15 


NMRCCDCl,): 5. 28(2H, s), 7. 51(lH,d). 7. 58C1H. dX 8. 03ClH,d) 


16 


NMRCCDCL,): 5. 26C2H, s), 7. 28(lH,d), 7. 83C1H, d). 8. 02C1H, s) 


17 


NMRCCDCl,): 5. 30C2H, s), 7. 34 7. 37C2H, m), 8. 15C1H, s) 


18 


NMRCCDCL,) : 5. 28C2H,s), 7. 49HH, d), 7. 74C1H, dX 8. 03C1H, s) 


19 


NMRCCDCl,): 5. 27C2H, s), 7. 27 7. 3K 1H, m), 7. 53(111, dd), 8. 04C1H. d) 


20 


NMR: 3. 86C3H, s), 5. 73(211, s). 6. 85C1H. dd), 7. 32C1H, d). 
7. 67C1H, d), 8. 09C1H, s ) 


21 


NMR: 2. 00C3H, d), 5. 54C1H, q), 6. 98 7. 06C1H, m), 7. 17 7. 2K1H, m), 

7. 69 7. 74C1H, m), 8.04 8. 06(1H, m) \ 


22 


NMR: 1.89-2. 28(2H,m),2. 32 2. 54(4H, m), 5. 44C1H, dd), 

6. 99 7. 08C1H, m), 7. 46-7. 52C1H, m), 7. 81C1H, dd), 8-. 12C1H, s) 


23 


NMRCCDClg ): 1. 25C3H, t), 4. 22C2H, q), 5. 14C2H, s), 7. 16 7. 22(1H, m), 
7. 27 7. 30(1H, m), 7. 37C1H, dd), 7. 66 7. 69(1H, m), 8.01(lH,d) 


24 


NMR: 3- 97(311. s), 5. 92(2H, s), 7. 18(1H, d), 7. 83C1H, d), 8. 24(1H. s) 


25 


NMR: 3. 94(211, t), 5. 04C2H, t), 7. 31C1H, ddri), 7. 55C1H, dd), 7. 79C1H, dd), 
8. 12C1H, s) 


26 


NMRCCDCl;,): 4.09 4. 13C2H, m), 4.45C2H, t\ 7.15 7. 20C1H, m), 7. 35ClH,dd), 
7. 39C1H, dd), 7. 96C1H, s) 
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27 


NMR: 1. 57-1. 78(211. m), 1. 80-2. 20C4H, m), 4. 24-4. 35(1H, m), 4. 55( 1H, d), 
4. 79-4. 88(1H, m), 6. 95-7. 04C1H, m), 7. 49 7. 56(1H, m), 7. 76(111, dd\ 
8. 04C1H, s) 


28 


NMRCCDCl.,.): 2. 72(3H, s), 4. 66 4. 72C4H, m). 7. 18 7. 23C1H. m), 7. 35C1H dd) 
7. 43(lH,dd), 8. 0K1H, d) 


29 


NMRCCDCl.,.): 3. 0K2H. t), 4. 65(211, t), 7. 18 7. 25UH m) 7 37c 1H dd) 
7.41(lH,dd), 8. 01(lH,d) 


30 


NMRCCDCL,) : 1. 28(3H, d), 3. 16(1H, d), 4.20 4 27C1H m) 4 30-4 39C2H m) 

,i * x w ■ x ^4 ./ 1 x» L(U i . u \ \ x u » in j , x» w)U i • O X) \ Lilly III / 1 

7. 15 7. 20(1H, m), 7. 34 7. 40(2H, m,\ 7. 98(1H, d) 


31 


NMRCCDCl.,): 1. 28C3H, d ), 3. 18C1H, d), 4. 20 4 25C1H m) 4 29 4 W?H m) 
7. 15 -7. 20GH, m), 7. 33 7. 40C2H, m), 7. 97(lH.d) 


32 


NMRCCDCI3): 1.29C3H, d), 3.11(lH,d), 4.20 4.26ClH,m), 4. 31- 4. 40C2H, m), 
7. 16-7. 2K1H, m), 7.34 7. 41C2H, m), 7. 99C1H d) 


33 


NMRCCDCl,): 1. 28(311, d), 3.18ClH,d), 4. 15 4. 2K1H, m), 4. 30-4. 38(211, m), 
6.92 6. 97C1H, m), 7.07 7.10(111, m) 7 68(111 dd) 8 00C1H m) 

v ' - ' * VI ■•xv/\x**» in/, l»v/vJ\lil» UU /) \J% \J\J \ I H f (11 / 


34 


NMR: L06C3H,d), 3. 83C3H, s), 4. 05 4. 16(111, m), 4. 10 4. 30C2H, m), 
4. 85C1H, d), 6. 73C1H, dd ), 7. 08 7 1H1H m) 7 SSdH d) 
8. 22C1H, s) 


35 


NMR: 1. 04C3H, d), 4. 00 4. 3K3H m) 4 85C1H d) S \7(9U O ' 
6. 82(lH,dd), 7. 30-7. 65C7H, m), 7. 92(lH,s) 


36 


NMR: 4. 06 4. 58C5H, m), 5. 42(1H, d), 6 93-7 06C1H m) 7 4fi-7 W1H m) 
7. 78C1H, dd), 8. 10C1H, s) 


37 


NMR: 3. 22 3. 33C5H, m), 3. 97 4. 08C1H, m), 4. 25 4. 45(2H m) 5 08( 1H d) 
6. 95 7. 04C1H. m), 7. 42 7.48C1H, m), 7. 77ClH,dd), 8. 08( 1H. s) 


38 


NMR: 1. 04C3H, d), 4. 01 4. 1K1H, m), 4. 53(1H, dd), 4. 72(111 dd) 4 88( 111 d) 
7. 34ClH,d), 7. 78(lH,d),8. 21(lH,s) 


39 


NMR: 1. 08(3H, d), 4. 00-4. 08(1H, m), 4. 30 4. 32( 2H m) 4 85C1H d) 
8. 04 8. 08C3H, m) 


40 


NMR: 0. 94(311, d), 3. 77 3. 86(111, m), 3. 98(3H s) 4 09 4 13(?H m) 
4. 83C1H, d), 7. 23C1H, d), 8. 02C1H, d), 8. 23C1H, s) 


41 


NMR: 1. 00(311, d), 3. 94(3H, s), 4. 04 4. 09(1H ni) 4 46 4 SOMH m) i Rf, -l 70 
(1H, m), 4. 84C1H, d). 7. 10C 1H, d), 7. 71( 1H, d), 8. 06C1H, s) 


42 


VMR: 1. 01(3H,d), 3. 93(3H,s),4. 06 4. 14C1H, m), 4. 53 4. 58C1H, n), 

4. 71-4. 75C1H, m), 4. 82C1H, d). 7. 07(1H. d), 7. 75C1H, d ). 8. 06C1H. s ) 


43 


VMRCCDC1,.): 1.33C3H,d), 4. 07 4. 15C1H. m). 4. 29 4. 40C2H, m), 
7.17 7.22(lH,m), 7.35(lH,dd), 7.41ClH,dd), 8.00ClH,d) 


44 


-MRCCDCL,): 1.33C3H,d), 4. 07 4. 15C1H. m), 4. 29- 4. 40C2H, m), 
7.17 7.22(lH.m), 7. 35C1H, dd), 7.41(lH,dd), 8.00ClH.d) 
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Rf. 




45 


NMR(CDC1 3 ): 1.33C3H, d ), 4. 07-4. 15C1H, m), 4. 29-4. 40C2H, m), 
7. 17-7. 22ClH.ni), 7.35(lH,dd), 7. 4K1H, dd), 8. OO(lH.d) 


46 


MRCCDCI3): 1.33(.3H,d), 4.08 4. 16UH.ni), 4. 23 4. 36C2H, m), 

6. 92- 6. 97C1H. m), 7. 09-7. 12C1H.ii). 7. 67UH. dd). 8. 0K1H, m) 


47 


NMR: 1. 23C3H, d"). 4. 07 4. 18C1H. ■ ), 4. 41 4. 48C2H, m). 5. 18(2H, s). 
6. 85(lH,dd), 7. 32-7. 64(7H.m), 7. 99C1H, s.) 


48 


NMR: 1. 24C3H. d), 3. 83C3H. s), 4. 06 4. 19C1H. m), 4. 42 4. 46(2H, m). 
6. 77(lH.dd). 7. 18-7. 21UH, m). 7. OKlH.d), 7. 98C1H. s) 


49 


NMR: 1. 64 2. 29C6H, m), 4.35 4. 44C1H, m), 4. 97-5. 07C1H. m). 

7.00 7.08(lH.m), 7. 60 7. 66C1H. m). 7. 81C1H, dd), 8. 18UH,s) 


50 


NMR: 4. 35-4. 82C5H, m), 7. 01 7. 10UH. m), 7. 61 7. 67C1H. m). 7. 83C1H. dd). 
8. 18C1H, s) 


51 


NMR: 3. 32(3H, s). 3. 43 3. 62C2H, m), 4. 13 4. 23C1H. m), 4. 42- 4. 59C.2H, m), 
6.99 7. 08UH. m). 7.55 7. 62C1H, m), 7. 81(111. dd), 8. 15(111. s) 


52 


NMR: 1. 16C3H, d), 3. 90 4. 13C5H. m), 4. 31 4. 38C1H, m), 7. 28C1H, d). 
8. 07C1H, d). 8. 33C1H, s) 


53 


NMR: 1. 23C3H, d), 3. 95(3H, s), 4. 03 4. 10C1H. m). 4. 73 4. 76C2H. m), 
7. 14(lH,d), 7. 75C1H. d), 8. 14UH, s) 


54 


NMR: 1. 23(3H. d), 3. 94(3H, s). 4. 02-4. 12(1H, 111), 4. 79 4. 82C2H. m). 
7. 1K1H, d). 7. 79(lH.d), 8. 14C1H, s) 


55 


NMR(CDC1 3 ): 1. 42C9H, s). 3. 59 3. 63C2H, m), 4. 42(2H. t). 4. 83(1H. brs), 
6. 87C1H. dd). 6. 93(lH,d). 7. 80(111. m) 
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Ex. 


R 3 






1 


4 F 


H 


m/z: 180 ( FAB, M' U ) 

NMR: 3. 29-3. 35C2H, m), 4. 68 4. 75(211, m) 6 93- 7 00C1H m) 

vv .w i uw *• 1 u \ tjiij hi./j U» !• UU\111» lily* 

7.41 7.48C1H, m), 7. 57 7. 63(111. m), 8. 10 8. 35C3H. brs), 
8. 27 8. 29(lH.m) 


2 


5 F 


6 -Me 


m/z: 194(FAB, M" 1) 

NMR: 2.39(3H,d), 3. 24 3. 36(2H, m), 4.59 4. 65C2H. ni), 

7.52(lH,d), 7.64(lH,d), 8. 00 8. 20C2H. brs), 8.07(lH,s) 


3 


6 F 


H 


m/z: 180(F-\B, MM 1 ) 

NMR: 3. 25-3. 33(2H. m), 4.63 4. 68C2H m) 7 (13-7 0Q( 1H m~) 
7.63 7.68(111, m), 7.81 7. 88(lH,m), 8. 18(111, s), 
8. 18 8.30(311 brs) 


4 


4 F 


5 F 


m/z: 198 (FAB, M' + l) 

NMR: 3.28 3.34(2H,m), 4.68-4.73(211, m), 7. 53 7.66(2H,m), 
8. 05-8. 20C2H, brs), 8. 37(1H, s) 


5 


4 Me 


5 F 


m/z: 194 (FAB, M'+l) 

NMR: 2.46 -2.47(3H,m), 3. 25 3. 33(2H, m), 4. 63 -4. 69(2H, m). 

7. 29(111, dd), 7. 57(111, dd ), 8. 04- 8. 2K2H. brs). 

8. 24 8. 26(lH.m) 


6 


6 NU 


II 


m/z: 207(F AB, IT J 1 ) 

NMR: 3.33-3.38(2H,m), 4.83(2H, t), 8. 00C1H. dd). 8.06(lH,d), 
8. 14(111, brs), 8. 420H, s), 8. 80(1H, s) 


7 


5 -NO, 


H 


m/z: 207(FAB, M' il) 

NMR: 3. 35(2H,m), 4. 75(211, t), 7. 93(lH,d), 8. 08(2H, brs), 
8.30(lH,dd), 8.50(lH.s), 8.87(lH,d) 


8 


5 CI 


II 


m/z: 196(FAB,M i rl) 

NMR: 3.25 3.35(2H,m), 4. 74(2H, t). 7.46(lH,dd), 7. 85(111, d), 
7.89(lH,d), 8. 15(1H,s), 8. 42(3H, brsV 


9 


5 Br 


II 


m/z: 240. 242(FAB, Mil) 

VMR: 3.29C2H, t), 4. 7K2H, t), 7.56(lH,dd), 7.78(lH,d), 
8. 04UH.d), 8. 14C1H, s). 8. 34(2H, brs) 


10 


5 I 


II i 

; 


n/z: 288(FAB, M'!l) 

MR: 3.29(2H.t), 4.67(2H,t), 7.63(lH,d), 7.69(lH,dd), 
8. 11C1H.S), 8. 18(2H. brs), 8. 22(lH,d) 
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Ex. 




R' 1 




11 


5Br 


6F 


m/z: 258, 260CFAB, M'tl) 

NMR: 3. 29(2H, t"), 4. 70C2H. t), 7..94C1H, d), 8. 17C1H. s), 
8. 20(lH,d), 8.32C2H, brs) 


12 


5 MeO 


H 


m/z: 192CFAB,M*-1) 

NMR: 3. 25 3. 29C2H, m), 3. 79C3H, s), 4. 63C2H, t), 

7. 08 7. 1K1H. m), 7.21(lH,s), 7. 64(lH,d), 8. 02UH, s), 

8. 22(311, brs.) 


13 


5 -Me 


H 


m/z: 176(FAB,M'H) 

NMR: 2. 41(3H,s), 3. 23 3. 3K2H, m), 4. 66C2H, t), 7. 27(lH,dd), 
7. 55C1H.S), 7. 64(1H, d), 8. 04C.1H, s), 8. 32 (2H, brs) 


14 


5-"Bu 


H 


m/z: 217(FAB,M i M) 

NMR: 0. 90C3H, t), 1. 27 1. 36(2H, m), 1.55 1. 63C2H, m), 

2. 68C2H, t), 3. 28(2H, t), 4. 66C2H. t). 7. 29C1H, dd), 1 
7. 55(lH,s), 7. 65C1H, d), 8. 05(1H, s), 8. 30 (3H, brs) 


15 


5 -CI 


6 CI 


m/z: 229(CI,M : ) 

NMR: 3. 30(2H, t), 4. 69(2H, t), 8. 13(lH,s), 8. 15 8. 24(211, brs), 
8. 19(lH,s),8. 21(lH,s) 


16 


5 -CI 


6 F 


m/z: 214(FAB,M ( :1) 

NMR: 3. 29C2H, brs). 4. 69(2H, t), 7. 97C1H, d), 8. 08(lH,d), 
8. 18(lH,s), 8. 28C2H, brs) 


17 


4 CI 


5 F 


m/z: 214CFAB, M'U) 

NMR: 3. 33(2H, brs ), 4. 7K2H, t ), 7. 56C1H, dd), 7. 8K1H, dd ), 
8. 1K2H, brs), 8. 28(1H, s) 


18 


5-F 


6 Ci 


m/z: 214CFAB, M' l l) 

NMR: 3. 30 3.32C2H, m), 4. 65(2H, t), 7. 84ClH,d), 7. 98(211, brs), 
8. lKlH.d), 8. 19(lH,s) 


19 


5 F 


6 Br 


m/z: 258, 260(.FAB,MM1) 

NMR: 3. 29-3. 31 (2H, m), 4. 68C2H, t), 7. 79(1H, d), 8. 13C2H, brs), 
8. 18(lH,s), 8. 26(1H, d) 


20 


5 F 


6-F 


m/z: 198CFAB, M'll) 

NMR: 3. 29(2H, t) 4. 68C2H, t), 7. 85(111, dd), 7. 97(lH,dd), 

8. 18C1H. s), 8. 22(2H, brs) ! 


22 


6 MeO 


H 


mp: 203-204°C 

NMR: 3.26 3. 29(2H, m), 3. 87(311, s), 4. 62-4. 65C2H, n). 
6. 79(111, dd), 7. 27(1H, d), 7. 63(lH,d), 8. 0K1H, s), 
8. 18 -8. 25(311, brs) 
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Ex. 


R 3 


R 4 




24 


6-MeO 


7-Br 


m/z: 270. 272 (FAB, M*H) 

NMR: 3. 07- 3. 1K2H, m), 3. 93(3H, s), 4. 78 4. 82C2H, m), 
6. 42(111, s), 7. 09C1H. d), 7. 77(1H, d), 8. 10(1H, s) 


25 


6-C1 


7C1 


m/z: 230(FAB, M'l l) 

NMR: 3. 05 3. 15(2H, m), 3. 20 3. 40(3H, brs), 4. 79C2H, t), 
6. 42C1H, s), 7. 36C1H. d), 7. 79(111, d), 8. 24C1H, s) 


26 


5 F 


H 


m/z: 180(FAB, M'.l) 

NMR: 3. 28 3. 33(2H, m), 4. 64 4. 70(2H, m), 7. 32 -7. 39( 1H, m), 

7. 55-7. 60C1H, m), 7. 74-7. 8K1H. m). 8. 04 8. 20C3H, brs), 

8. 14(111, s) 


42 


5 Nil, 


H 


m/z: 177(FAB, M'4) 

NMR: 3. 30-3.3K2H.nO, 4.71(2H.t). 7.43(lH,dd), 7. 85(111. d), 
7.88(lH,d), 8.26(3H, brs), 10. 45(3H. brs) 


43 


5 NHAc 


II 


m/z: 219(FAB, MM 1) 

NMR: 2.07(3H,s), 3. 26-3. 3K2H, m). 4. 65C2H, t), 7.50(lH,dd), 
7. 66(lH,d), 8. 09(lH,s), 8. 17(1H, m), 10. 12C1H, s) 


52 


6 NII 2 


II 


m/z: 177 (FAB, M : ; 1) 

NMR: 3. 14 3. 20(2H, m), 4. 32-4. 36(211, m), 6. 48(2H, s). 
6. 49 6. 55(2H, in), 7. 38(1H, d), 7. 78(1H, s) 



^7-1 



Ex. 


A 


R ;i 




21 


CH 2 CH 2 CH2" 


5 F 


m/z: 194(FAB, M'+l) 

NMR: 2.09 2. 17(2H,m), 2. 75 2. 83(2H, m), 4. 55(2H, t), 

7. 30-7. 35(1H, m), 7. 55C1H, dd). 7. 82(111. dd), 

8. 08( lH,d), 8. 16C2H, brs ) 


23 


-CH(Me)CH, 


6 F 


mp: 196 197°C 

NMR: 1. 43C3H. d). 3. 29 3. 3K1H. m), 3.40 3.46(lH,m), 
5.07 5. 08(lH,m), 7.03 7. 09(lH,m), 

7. 59 7.63(lH,m),7. 81 7. 85C1H. 

8. 05-8. 07(211, brs ), 8. 2K1H, s) 
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A-NHj 



Ex. 


A 


R 3 




27 


CHXH(Me) 


5-F 


m/z: 194(FAB,M'4) 

NMR: 1. 18(3H,d), 3. 64-3. 74(1H, m), 4. 53-4. 70C2H, m), 
7.34 7. 39C1H. m), 7. 59(lH,dd), 7. 82C1H. dd>, 
8. 15C1H, s) 8 2K2H brs) 


28 


CHoCH(Me) 
(SM* 


5 F 


m/z: 194CFAB, M'U) 

NMR: 1. 19(3H,d), 3. 63 3. 74UH, m), 4. 54 4. 75(2H, m), 
7.33 7.39(lH,m), 7. 58C1H. dd). 7.86(lH,dd), 
8. 15C1H, s), 8. 36(3H, brs) 


29 


CHXH(Me) 
(R)f* 


5F 


m/z: 193CCI. M ) 

NMR: 1. 19C3H, d). 3. 66-3. 70C1H, m), 4. 54-4. 76C2H, m), 

7. 33 7. 39(1 H, m). 7. 58(lH,dd), 7. 86C1H, dd), 

8. 15C1H, s), 8. 38C3H. brs) 


30 


-CHXH(Me)- 
(S){* 


fi F 


mo- 1 fiO- 1 fil°C 

ll\\J • x\J\j X \J 1 w 

NMR: 1. 21(3H.d). 3. 60 3. 72C1H. m), 4. 50 4. 70(2H, m), 
7. 04-7. 09C1H. m). 7. 72C1H, dd), 7.84C1H, dd). 
8. 18(111, s). 8.34C3H, brs) 


31 


CHXH(Me) • 

CS)f£ 

v. w s r r 


6-MeO 


m/z: 206CFAB, M'U) 

NMR: 1. 12C3H d) 3 55 3 fifiClH m) 3 85(3H s) 
4.43C1H, dd), 4. 55C1H, dd), 6. 48C2H, s). 

6. 77(111, dd). 7. 23 7. 25C1H, m), 7. 62C1H. d), 

7. 99C1H, s) 


32 


CHXH(Me) - 


6 BnO 


m/z: 282 (FAB, M' + l) 

NMR: 1.09(3H,d). 3. 52 3. 6K1H. m), 4. 40C1H, dd). 
4 50OH dd) 5 I8C2H s) fi 49(?H s) 

6. 85C1H, dd), 7. 32 7. 44(4H, m). 7. 48 

7. 52(2H, m), 7. 64(lH,d), 7. 99C1H, s) 


33 


! 

\.._/ 


6 F 


mp: 203 207°C 

NMR: 1. 56-1. 70C1H, m), 1. 79- 1. 9K2H. m), 
1. 95 2. 30C3H. m). 3. 63 3. 72C1H, m), 
4. 87 4. 97(1H, m), 6. 43C1H, s), 6. 97 

7. 05C1H, m). 7. 57 7. 63dH, m), 7. 79(111. dd). 

8. 12(1H, s) 


34 


CHXH(CII 2 0Me.)- 


6 F 


mp: 165 168°C 

NMR: 3. 18-3. 3K5H, m), 3. 37 3. 46C1H. m), 4.31 
4. 45C2H, m), 6. 5K1H, s), 6. 99-7. 05C1H, ■'). 
7. 51 7. 56C1H. m), 7. 80C1H. dd), 8. 1K1H. s) 
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i< 7 - 3 

R3_C 




Ex. 


A 


R 3 




46 


CH.,CH(Me) 
(S){# 


6 OH 


mp: 177179°C 

NMR: 1.07C3H, d), 3. 51 3. 62(1H, m), 4. 29C1H, dd), 
4. 38(111. dd), 6. 48(211, s), 6. 71(lH,dd), 
6. 89(1H, s), 7.54GH, d), 7. 92C1H, s) 


48 


CH,CH(CH 2 F) 


6 F 


m/z: 212(FAB, M' + l) 

NMR: 3.43 3.55(lH,m), 4.22 4. 48(4H. m), 
6.59C2H, s). 6.99 7.06(lH.m), 
7. 54-7. 59C1H, m), 7. 80C1H, dd), 8. 12(1H, s) 


218 

F 


1 N 

CH n CH 2 NR 1 R 2 



Ex. 


R 1 


R 2 




37 


Et 


Et 


m/z: 236(CI,M') 

MR: 1. 19C6H, t), 3. 14 3. 20(4H, m), 3.54 3. 58(2H, m), 4. 91C2H, t), 
7. 36-7. 4K1H, m), 7.59(lH,dd), 7. 89(1H, dd), 8. 16C1H. s>, 
10. 67C1H, brs) 


38 


-CCH 2 ), 


m/z: 234(CI,M-) 

NMR: 1.82 1.85(2H,m). 1.91 2. 0K2H, m), 2. 93 3. 04C2H, nO, 
3. 45 3. 52(2H, m), 3. 65-3. 70(2H, m), 4. 85(2H, t), 
7.36 7.4K1H, m), 7. 59(lH,dd), 7. 86C1H, dd), 8. 16(1H, s). 
10. 71(111, brs) 


39 


(CII 2 ) 5 - 


m/z: 248(CI,M ! ) 

NMR: 1.29 1.4K1H, m), 1.68 1. 71(11 m), 1.77 1. 81(411, m), 
2. 87-2. 97(2H, m), 3. 46-3. 53(4H, in), 4. 95(2H, t), 
7.35 7. 4K1H, m), 7. 58(lH,dd), 7. 89(lH,dd), 8. 15C1H, s), 
10. 89(1H, brs) 


40 


nPr 


nPr 


m/z: 254(FAB, M'rl) 

NMR: 0. 84(3H, t), 1. 58 1. 68(4H, m), 3. 00 3. 06C4H, m), 
3. 56 -3. 60C2H, m), 4. 94(2H, t), 7. 37 7. 42(1H, m), 
7.59(lH,dd), 7. 90C1H. dd), 8. 17(lH.s), 10. 73(1H, brs) 


41 


nPr 


H 


m/z: 222(FAB, M'U) 

NMR: 0. 89(3H, t), 1.56 1. 66(2H, m), 2. 87 2. 90(2H, m.), 
3. 40 3. 43(2H, m), 4. 77(2H, t), 7. 35 7. 40(1H, m), 
7. 59(1H, dd), 7. 82(1H, dd), 8. 15(1H, s), 8. 97(2H, brs) 
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£9 



A~NR 1 R 2 



Ex. 


A NR 1 R 2 




44 




m/z: 220 (FAB, WA) 

NMR: 1.66-1.77(lH,m), 1. 82-2. 1K3H, m), 3. 08-3. 18C1H. m), 
3. 24-3. 3K1H, m), 3. 90-3. 98(1H. m). 4. 70 4. 83C2H, m), 

7. 04-7. 09(lH,m), 7. 76-7. 78(1H, m), 7. 84(lH,dd), 

8. 20(lH,s), 9.45(211, br) 


45 


6 

H 


m/z: 206CFAB, M'il) 

NMR: 2. 18-2. 25C1H. m). 2. 30-2. 45C1H. m), 3. 25 3. 48C3H, m), 
3. 55 3. 67C1H, m), 5. 44 5. 53C1H, m), 6. 48C2H, s), 

7. 02 7. 10C1H, m), 7. 62 7. 68C1H, m), 7. 82C1H, dd\ 

8. 16C1H, s) 


~& 1 0 - 1 

A-NHj 


Ex. 


A 


R 3 


R" 




35 


• CHXH(Me) 

Ism 


5 CI 


6 -CI 


m/z: 244(FAB, MS I) 

NMR: 1. 12(3H,d), 3. 50-3. 6K1H, m), 4.42 
4. 59C2H, m), 6. 49(2H, s), 8. 1K1H. s), 
8. 16(lH,s), 8. 2K1H, s) 


36 


CHXH(Me)- 

csm* 


6-C1 


7 CI 


m/z: 244CFAB, M' 1 1) 

NMR: 1. 0K3H, d), 3. 25-4. 25(411, m), 4. 60 
4. 72(211, m), 6.43(lH,s). 7.37(lH,d), 
7. 80( lH,d), 8.25C1H.S) 


47 


CHXH(Me) 

(S){* 


6-MeO 


7 CI 


m/z: 240 (FAB, M' i l) 

NMR: 1. 04(3H,d), 3. 51 -3. 61C1H, m), 3. 95C3H, s), 
4. 68 4. 78C2H, m), 6. 47(2H, s), 7. 14(lH,d), 
7. 75(1H, d), 8. 13C1H, s) 


49 


CIIXH(Me)- 

Ism 


6-MeO 


7 Br 


mp: 178 179°C 

NMR: 1.06(3H,d). 3. 53 3. 62C1H, m), 3. 94C3H. s), 
4. 72 4. 83(2H, m), 6. 46(2H, s). 7. 1K1H, d), 
7. 79(1H, d), 8. 13C1H, s) 
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Ex. 


A 


R 3 


R" 




50 


-CH 2 CH(Me)- 
(SM# 


6-Me() 


7 N0 Z 


m/z: 251(FAB,M , M) 

MR: 0. 95C3H, d), 3. 33 3. 39(1H. m), 4. 00C3H. s), 
4. 02-4. 08(1H, m), 4. 17 4. 22C1H. n). 
6.48(2H.s). 7. 27(lH,d). 8. 06QH, d), 
8. 30(1 H, s) 


51 


CIIXHCMe) 

Ism 


6 Me() 


7- NIL 


m/z: 221 (FAB, MM) 

NMR: 1. 05(311, d), 3. 57 3. 65C1H, m), 3. 84C3H, s), 
4. 53-4. 60(lH,m), 4. 70-4. 77( 1H, m), 
6.48(2H.s), 6. 94UH, d), 7. 08C1H. d). 
7. 91(lH,s) 



BNSDOCID: <WO 9830548A1J_> 
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.'£/ ;R cD ifi'ii (201 

1 . RE- ( I ) T>j< ^n^T ^ ;t;^;K yyV-MfrMfoXltMM'r'M 
iztrvf ZtiZ^r com* WMX'St t T Z 5 - H T 2 , mtlMo 




( I ) 



i y ikxiti/ y ut y 

r 1 &z/r ~ ■. 1.4- -xizmti ^xymm-f, i&mTJis* jumx.it r 1 u r 2 # l < 
m.r.)v^-)UT i j nmrjuti y << jit i y - n a^x^^ry m 

2. Kiid— « (I I ) T^ftST i y 7'/U+;U-Y > ^ V- /I/iif#{*X(iM>^ 




(II) 



U > lifeXii -> ? p T )Uii y 

R 1 &0*R 2 : |r?J X<i^ T il7;^;biX(i R 1 <i R L < (i 

Ai- -f* t tSi o T^S^^I^t- o LTb Jill n 
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